In the course of our earlier investigations (Svartz, 1956a, b; Svartz and Schlossmann, 1953a , b, 1954 it was found that the cold precipitable protein fraction of serum from patients with active rheumatoid arthritis was able to agglutinate sheep erythrocytes sensitized with rabbit anti-sheep amboceptor. However, the haemagglutination titres of unfractionated sera, previously absorbed with normal sheep red cells-in the following pages denoted as whole serum-were sometimes found to be somewhat higher than those obtained with the cold precipitates, showing generally a single-tube difference in the end-point of agglutination. Comparative agglutination tests performed on cold precipitate from positive sera from patients with diseases other than rheumatoid arthritis showed haemagglutinating activity in the supernatant fluid but scarcely ever in the cold precipitable fraction. Thus, only a few cold precipitates other than those from rheumatoid arthritis showed haemagglutination, and then only those with a low titre. It should be added that in rheumatoid arthritis a varying amount of haemagglutinating factor could also be demonstrated in the supernatant fluid; the main point is that the rheumatoid factor (RF) can be precipitated in cold, whereas this happens only extremely rarely in the other collagen diseases.
On the basis of earlier observations, it seemed obvious that the haemagglutination test performed with whole serum should be considered to be a laboratory procedure of great value for making differential diagnoses between rheumatoid arthritis and other joint diseases and collagen diseases. The introduction of the haemagglutination test with cold precipitate seemed to allow of a much safer differential diagnosis between rheumatoid arthritis and other conditions. In other words it made the haemagglutination test more "specific" to rheumatoid arthritis.
Some recently published observations (Ziff, Brown, Lospalluto, Badin, and McEwen, 1956) (Kievits, Goslings, and Schuit, 1956; Olhagen, 1957) .
The purpose of the present paper is to report on the results of our haemagglutination tests hitherto obtained with both whole serum and cold precipitable fraction from patients in whom the diagnosis of disseminated lupus erythematosus had been ascertained through the follow-up.
Method
Cold precipitable substances may precipitate spontaneously in the refrigerated stocks, and small amounts of these substances may also precipitate during the process of clot formation. It is therefore necessary to keep the blood samples, drawn by vein puncture, at 37°C. during the period of clot formation. After this procedure the serum is separated from the clot at 20-22°C., and may be used for haemagglutination tests. The method of preparing cold precipitable fractions and testing them with sensitized sheep red cells is described elsewhere (Svartz and Schlossmann, 1954 Table I shows the distribution of agglutination titres using whole serum from patients with disseminated lupus erythematosus.
When whole serum was employed for the haemagglutination reaction, 50 per cent. of the 64 patients with disseminated lupus erythematosus showed positive results. In 32 cases the serum was lacking in haemagglutinating activity or showed a haemagglutination titre below 1:32.
In Table II the haemagglutination titres obtained with the whole serum are compared with those obtained with the cold precipitable fraction. It appears that whole serum from thirty patients with disseminated lupus erythematosus showed haemagglutination titres from 1 :16 to 1:1,024. Only one of the cold precipitable fractions showed a high haemagglutination titre, namely 1:256, while all other cold fractions were lacking in haemagglutinating activity or showed a titre below 1 :16.
Discussion
The data in Table I demonstrate that whole serum from 32 out of 64 patients with the clinical diagnosis of disseminated lupus erythematosus showed haemagglutination titres of from 1:32 to 1:1,024. Our experience has proved that lupus erythematosus is the disease that, next to rheumatoid arthritis, shows the highest percentage of positive reactions (Svartz, 1956a, b) . (Table II) , provides a test which allows of a differentiation being made between these two types of conditions. A positive haemagglutination test with whole serum and a negative one with cold precipitate in a patient with joint symptoms argues in favour of the diagnosis of lupus erythematosus.
It should be noted that, in one of the patients presumably suffering from disseminated lupus erythematosus, a high haemagglutination titre of 1:256 was found with the cold precipitable fraction as well as with the whole serum. It is too early to judge, but it seems quite possible that this case may be considered to be one of disseminated lupus erythematosus with coexistent rheumatoid disease. Further evaluation of this question requires a more systematic study.
It is of interest that in one case of disseminated lupus erythematosus the whole serum showed a haemagglutination titre as high as 1:1,024, while the cold precipitable fraction entirely failed to aggultinate the sensitized sheep red cells (Table II) . Nothing similar to this has ever been observed in any serum from patients with rheumatoid arthritis.
Summary
Experiments showed that 50 per cent. of whole sera from 64 patients with disseminated lupus erythematosus gave a positive agglutination reaction with sensitized sheep erythrocytes. When the sensitized sheep-cell test was performed with the cold precipitable fraction of serum instead of with whole serum the results were quite different. Thus Aglutinaci6n de eritrocitos sensibilizados de oveja en el lupus eritematoso diseminado SUMARIO Las investigaciones sobredichas han revelado que el 50% de los sueros completes de 64 enfermos con lupus eritematoso diseminado dieron una reacci6n positiva de aglutinaci6n con eritrocitos sensibilizados de oveja. Al proceder a esta reacci6n con la fracci6n precipitable fria del suero en lugar del suero completo, se obtuvo resultados muy diferentes. Asi, en aquellos casos de lupus eritematoso en los cuales hubo un resultado positivo con el suero completo, el precipitado frio daba casi siempre una reacci6n negativa. Nuestras investigaciones muestran que los resultados de hemaglutinaci6n con la fracci6n precipitable fria de los sueros de sujetos con lupus eritematoso diseminado difieren notablemente de los obtenidos en casos de artritis reumatoide, en los cuales los titres de hemaglutinaci6n con el suero completo y los con el precipitado frio revelan un paralelismo estrecho.
Se subraya el valor diagn6stico de la reacci6n de hemaglutinaci6n con la ayuda de la fracci6n precipitable fria.
